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(54) WOUND COVERING MATERIAL 

(57) A wound covering material comprising 1 part 
by weight of glucomannan, 0.20-0.99 part by weight of 
a solubility modifier comprising pullulan or carrageenan, 
0.10-12 parts by weight of physiologically acceptable 
adhesive polymer base, and 0.20-20 parts by weight of 
at least one plasticizer selected from the group consist- 
ing of polyhydric alcohols, sugar alcohols, monosaccha- 
rides, disaccharides and oligosaccharides. 
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Description 

In this specification, a "wound" means a scratch, lacerated wound, incised wound, bedsore, or burn. 

The present invention relates to wound covering materials suitable for protection and treatment of wounds, 

Japanese Patent publication No, 2-34618 discloses a wound covering material which is formed by kneading gluco- 
mannan with or without other naturally occurring polysaccharides in a system comprising at least one compound 
selected from polyhydric alcohols, sugar alcohols, monosaccharides, disaccharides and oligosaccharides, dissolving 
the resulting mixture in water, and drying the solution into the form of a film. 

This known wound covering material has certain favorable characteristics such as permeability to water vapor and 
oxygen, close fit to the wound surface and prevention of excess body fluid from accumulating on the wound surface, 
and resistance to biodegradation by body fluid. 

However, this wound covering material has low adhesiveness to a normal skin and has a tendency to gradually lose 
its flexibility and elasticity after application to a wound site, and lead to considerable shrinking and hardening. Thus, this 
wound covering material often slides away or detaches from the wound surface, thereby losing its wound sealing and 
protective function, even when it is fixed onto an immobile part of the body by means of bandages or a surgical tape, 
let alone when applied to a curved or mobile part such as a joint area. The loss of wound sealing and protective function 
will lead to drying of the wound surface, resulting in notable retardation of epithelialization compared with wet healing 
materials used in wound healing in a wet environment. Moreover, even if it remains in position over the wound surface, 
its gross hardening may cause injury to not only the wound site but also to normal tissues surrounding the site. Thus,' 
there is a need to improve the mentioned known wound covering material. 

In the field of food, there are a number of examples of uses of compositions containing glucomannan and pullulan 
or carrageenan. 

For example, Japanese Patent Publication No. 1-59851 discloses food products containing glucomannan and car- 
rageenan and the method for producing them. However, the method for production requires a temperature not lower 
than 50**C. In contrast, the wound covering material of the present invention may be produced at room temperature. In 
addition, as the product provided by the above cited production method is intended for eating, it is required to be disin- 
tegrated or dissolved within the gastrointestinal tract after being ingested whereas the wound covering material of the 
present invention will not be dissolved or disintegrated after absorbing exudates from a wound. 

Also. Japanese Patent Publication No. 5-49705 discloses a gradually disintegrating, pullulan-containing product 
which contains a heteromannan. The product, however, is intended for use as a coating membrane for food products 
and medications, and its major component is pullulan, the amount of the heteromannan contained being not more than 
the amount by weight of the pullulan contained. Thus, the product differs in objective and composition from the wound 
covering material of the present invention which is used by directly applying onto the affected site for protection or heal- 
ing of the wound. 

On the other hand, while the physiologically acceptable adhesive polymer bases employed in the present invention 
have been utilized as adhesive components in a variety of cataplasms and plasters, it was not known that they confer 
flexibility and elasticity to the materials when they are incorporated in wound covering materials having glucamannan 
as the major component. 

The objective of the present invention is to provide wound healing materials with prominent sealing and protective 
function on wound sites, which possess adequate adhesiveness, flexibility and elasticity retained even after application 
onto the wound sites, while maintaining at the same time the favorable characteristics of the wound healing material dis- 
closed in the Japanese Patent Publication No. 2-34618. 

As a result of investigation, the inventors discovered that the above-mentioned objective is met by a wound cover- 
ing material comprising: 

(A) 1 part by weight of glucomannan, 

(B) 0.20-0.99 part by weight of a solubility modifier comprising pullulan or carrageenan, 

(C) 0.10-12 parts by weight of a physiologically acceptable adhesive polymer base, and 

(D) 0.20-20 parts by weight of at least one plasticizer selected from the group consisting of polyhydric alcohols, 
sugar alcohols, monosaccharides, disaccharides and oligosaccharides. 

Glucomannan employed in the present invention is a heteroglycan obtainable from corms of Amorphophallus kon- 
jac in which a number of D-glucose and D-mannose molecules are linked through p-1,4 linkages in a molar ratio of 
about 2:3. 

Pullulan, which may be employed as a solubility modifier In the present invention, is a linear glucan produced by 
so-called "black yeast" which belongs to deuteromycetes. and those having the molecular weight of about 200,000. 
which are commercially available, are preferably used. 

Carrageenan may also be used as a solubility modifier in the present invention. Carrageenan is a group of polysac- 
charide sulfuric esters generally obtained from seaweeds, the structure types of which are known. I.e. k. X and (. The 
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• carrageenan employed in the present invention comprises at least some amount of K-type carrageenan. 

The following is a description of the amount of the solubility modifier contained, wherein the content is expressed 
in parts by weight unless othenwlse specified. - 

When the amount of the solubility modifier contained is equal to or greater than the 1 part giucomannan, the result- 
ing wound covering material is excessively water soluble and easily disintegrates in contact with the exudates from a 
wound. On the other hand, when the amount of the solubility modifier contained Is less than 0.2 part relative to the 1 
part glucornannan. the resulting gel is highly viscous, making it hard to handle, and even when it can be formed into a 
film, It will lack the elasticity and adhesiveness required as a wound covering material. These trends are noted regard- 
less of the content of the adhesive polymer base and plastidzer. Thus. In the present invention, the amount of the sol- 
ubility modifier contained is preferably 0.20-0.99 parts, and more preferably 0.50-0.80 parts relative to the 1 part 
giucomannan. 

The physiologically acceptable adhesive polymer base employed In the present invention is preferably a rubber 
adhesive, and more preferably an acrylic adhesive. Among rubber adhesives. those with average molecular weights 
equal to or lower than 100,000 are preferable, and especially preferable are polybutene (average molecular weight: 
500-5,000) and polyisobutylene (average molecular weight: 10,000-80.000). 

Among acrylic adhesives. acrylic acid alkyi esters are preferably used singly or in the form of a copolymer. Specific 
examples include acrylic acid esters with linear, branched alkyI groups including methyl, ethyl, propyl, butyl, pentyl. 
hexyl, heptyl, octyl, 2-ethylhexyl, nonyl, isononyl. 

Among others, copolymers of methyl acrylate and 2-elhylhexyl acrylate are especially preferable. 

When the content of the adhesive polymer base Is in excess of 12 parts relative to the 1 part giucomannan. the 
resulting excessive viscosity would render manufacturing difficult and. even if produced, the product would have disad- 
vantages such that it is unpleasant to use because the base is sticky to the skin when applied to a wound or will remain 
on the skin after the removal of the wound covering material- On the other hand, when the amount of the base contained 
is less than 0.10 part relative to the 1 part giucomannan, no adequate adhesiveness, flexibility nor elasticity Is achiev- 
able regardless of the amounts of solubility modifier and plasticizer. Thus, in the present invention, the amount of the 
base contained is preferably 0.10-12 parts, and particularly preferably 0.30-6.0 parts relative to the 1 part giucoman- 
nan. 

The present invention Includes at least one plasticizer selected from the group consisting of polyhydric alcohols, 
sugar alcohols, monosaccharides, disaccharides and oligosaccharides. 

Among polyhydric alcohols, propylene glycol, glycerol, ethylene glycol, diethylene glycol, dipropylene glycol and 
the like are used. Among sugar alcohols, sorbitol, mannitol, maltitol. xylite! and the like are used. 

Among monosaccharides, glucose, fructose, galactose and the like are used. 

Among disaccharides, saccharose, maltose, lactose and the like are used. 

Amono oligosaccharides, acid or enzyme decomposed products of starch from sweet potato, potato, Indian corn 
and the like are used. 

The plasticizer in the present invention is preferably a compound selected from glucose, lactose, glycerol and sorb- 
itol or a mixture of two or more of these conrpounds. Especially preferred are sorbitol, glycerol or a mixture of these. 

When the amount of the plasticizer contained exceeds 20 parts relative to the 1 part giucomannan. the resulting 
wound covering material becomes excessively water soluble regardless of the amounts of the solubility modifier and 
adhesive polymer base contained, rendering it readily disintegratable by exudate from the wound. Meanwhile, when the 
amount of the plasticizer contained is less than 0.20 part relative to the 1 part giucomannan, it is impossible to obtain a 
wound covering material having adequate flexibility and elasticity. Therefore, the amount of the plasticizer contained in 
the present invention is 0.20-20 parts, and especially preferably 0.50-15 parts relative to the 1 part of giucomannan. 

A prefen-ed embodiment of the present inyshtion is a wound covering material consisting of 1 part of giucomannan. 
0.50-0.80 parts of pullulan. 0.30-6.0 par-ts of'a copolymer of methyl acrylate and 2-ethylhexyl acrylate. and 0. 50-15 
parts of glycerol. 

The configuration of the wound covering material of the present invention is in the form of a film made of the com- 
position consisting of the above components, or that of a two-layered sheet In which tiie film is placed on a support of, 
e.g., non-woven fabric of a size greater tfian that of the film. Such two-layered sheet form of wound covering material 
may be provided as a better first-akl bandage than those available so far, by, for example, making a first-aid bandage 
type wound covering material by placing tfie above film on a part of the surface of a sheet having an adhesive surface. 

As a support, a woven geotextile, non-woven fabric or knitted fabric may be used composed of natural fibers (cot- 
ton, silk. etc.). synthetic fibers (polyethylene, polypropylene, nylon, polyester, polyurethane. etc.) or a composite of 
these fibers, although no specific limitation applies as long as air permeability is provided. Porous membranes made of 
natural or synthetic polymers may also be used. 

The method of producing the wound covering material of tiie present invention will be described below. 

First, the above-Identified giucomannan. solubility modifier, adhesive polymer base and plasticizer are mixed with 
ethanol and purified water and stinred at room temperature until swelling is achieved to obtain a viscous gel. In this case, 
0.5-2.0 parts of ethanol and 30-60 parts of water are generally used relative to 1 part of giucomannan. If the adhesive 
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polymer base is oily and hard to disperse In water, the base may be added after a gel is first made of the other ingredi- 
ents. 

Then, the gel obtained is spread in the thickness of 1-10 mm, preferably 2-8 mm. according to a known method 
such as a solvent evaporation method or roll coater method, and then subjected to air drying or forced drying to adjust 
the water content to 1 -50 %. "preferably 5-30 %. Thus, a wound covering material in the form of a film having a thickness 
of 5-1000 Jim. preferably 10-500 urn may be obtained. 

A two-layered wound covering material may easily be obtained by spreading the gel on a support as illustrated 
above and drying it, in the same manner as above. 

As It has sufficient adhesiveness and flexibility, the wound covering material of the present invention adheres to the 
normal skin surrounding a wound to thereby seat the wound, and prevents excessive amount of exudate from accumu- 
lating on the wound surface and creates an adequate, moist environment at the wound site, thus promoting epitheliali- 
zation of the wound. j- 

The wound covering material of the present invention is sufficiently flexible and elastic, and its flexibility and elas- 
ticity are little affected by changes In environment including temperature and moisture, and it does not undergo biodeg- 
radation. Thus, it may be applied for an extended period of time not only to a flat or curved wound surface but also to a 
wound surface at a site subjected to bending and stretching such as a joint area. 

As it is Impermeable to high molecular weight substances, the wound covering material of the present invention 
blocks invasion of pathogenic agents such as bacteria and viruses to the wound surface. 

All of the materials employed in making the wound covering material of the present invention being highly safe, the 
wound covering material of the present invention is safe and will hot induce foreign body responses in the tissue in con- 
tact with it. 

The present Invention will be illustrated further with reference to test examples. 
Test Example 1 (Adhesiveness Test) 

(1) Test sample (wound covering material) 

• Wound covering material A: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 3 in a size of 2 cm width x 12 cm length. 

• Wound covering material B: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 8 In a size of 2 cm width x 1 2 cm length. 

• Wound covering material X: A wound covering material described in Japanese Patent Publication No. 2-34618. 
which was prepared by cutting the wound covering material of Comparative Example 1 in a size of 2 cm width x 12 
cm length. 

(2) Test method 

The wound covering materfals were kept in a room at 20±2'C. 65±2% RH for 30 minutes and then applied to six 
subjects on the inner side of their forearms cleaned with ethanol for disinfection, immediately followed by passage of a 
2-kg roller twice at a rate of 30 cm/mln. 10 minutes later, the strength of adhesion was measured by securing the fore- 
arm with an applied wound covering material to a vertical stand, peeling off the wound covering material up to 2 cm from 
the lower end which is then gripped by a metal clip, and measuring the load during continuous peeling off at a rate of 
30 cm/min using a Tensilon tensile tester (Trade name: Tensilon RTM-500. produced by Orlentech). The significance of 
adhesive strength of wound covering materials A and B was evaluated against wound covering material X usina 
Fisher's t-test. 

In addition, when the test samples were peeled off. the presence, type and extent of side effects (swelling, redness, 
itching) was evaluated by asking the subjects or visual inspection. 

(3) Results 



The results are presented in Table 1 . 
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Table 1 



wouna covering nfiateriai 


Mean adhesive strength (g1) 


Side 
effects 




Mean 


S.D. 


Significance 




Wound covering material A 


21,7 


8.5 


P<0.05 


no 


Wound covering material B 


17.7 


5.2 


P<0.05 


no 


Wound covering material X 


7.2 


3.8 




no 



As is evident from the results, the wound covering materials of the present invention exceed the wound covering 
material of the comparing example In adhesive strength. Also, no side effect is observable as in the wound covering 
material of the comparing example. 

Test Example 2 (Elasticity Test) 

(1) Test sample (wound covering material) 

• Wound covering material A: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 3 in a size of 2.5 cm width x 12 cm length. 

• Wound covering material B: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 8 in a size of 2.5 cm width x 12 cm length. 

• Wound covering material X: A wound covering material described in Japanese Patent Publication No. 2-34618. 
which was prepared by cutting the wound covering material of Comparative Example 1 in a size of 2.5 cm width x 
12 cm length. 

(2) Test method 

Japanese Industrial Standard S-1018 was applied. The wound covering material was pulled at a rate of 10 cm/min 
with the length of specimen between grips of 10 cm using Tensilon tensile tester (Trade name: Tensilon RTM-500, pro- 
duced by Orientech), and the maximum elongation (%) and the maximum load (kgf) at that point were measured. Three 
tests were performed 3 times for each test sample, elongation per unit load {%/kgf) calculated as an index of elasticity, 
and the significance of elongation per unit load was evaluated for the wound covering materials A and B against the 
wound covering material X. 

(3) Results 

The results are presented in Table 2, 



Table 2 



Wound covering material 


Elongation per unit load (%/kgf) 




Mean 


S.D. 


Significance 


Wound covering material A 


27.1 


1.4 


p<0.05 


Wound covering material B 


52.3 


4.6 


P<0.01 


Wound covering material X 


7,9 


1.5 





As is evident from these results, the wound covering materials of the present invention elongate with less load in 
comparison with the wound covering material of the comparative example and therefore have excellent elasticity. 
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Test Example 3 (Test in Animal Mcxlel-I) 

(1) Test sample (wound covering materials) 

• Wound covering material A: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 3 in a size of 4 cm x 4 cm. 

• Wound covering material B: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 8 in a size of 4 cm x 4 cm. 

• Wound covering material X: A wound covering material desaibed in Japanese Patent Publication No. 2-34618. 
which was prepared by cutting the wound covering material of Comparative Example 1 in a size of 4 cm x 4 cm. 

(2) Test method and evaluation items 

The effect on a full thickness skin defect in rats was examined. 

Male Wistar rats with body weight of 190-230 g (Purchased from Japan SLC). divided into groups of 7 animals 
each, had their back shaved, under ether anesthesia, using a clipper and an electric shaver and disinfected with alco- 
hol, and then a full thickness skin defect was created by cutting with scissors a circular area of 15 mm in diameter out 
of the skin on the median line at 4 cm behind the scapulas. A wound covering material was applied to the wound surface 
and. after placing on it an absorbent cotton piece 4 mm thick and of the size of 4 cm x 4 cm, secured by wrapping an 
adhesive elastic bandage of 5 cm width x 25 cm length (trade name: Benefix, produced by Nippon Sigmax). 

Then, the rats were k^pt. one animal per cage, with free access to water and food and without changing the wound 
covering materials, and 7 days later the rats were sacrificed by ether inhalation and evaluated for the following items. 

1} Adhesiveness to wound surface 

Evaluation was made according to the following four stages on the basis of the size of the space between the 
wound covering material and the wound surface as well as its movement from the wound surface. 

Good: The case where the wound covering material shows no movement from its original position, and the wound 
surface and surrounding skin are closely adhered to by the wound covering material, thereby completely isolated from 
the outside. 

Somewhat good: The case where there is movement of the wound covering material from its original position, but 
the wound surface and surrounding skin are closely adhered to by the wound covering material, thereby completely iso- 
lated from the outside. 

Somewhat poor: The case where the wound covering material is on the wound surface but the wound surface is 
exposed to the air due to a partial or total detachment of the wound covering material. 

Poor: The case where the wound covering material has shifted from its original position, exposing a part or the 
whole of the wound surface. 

2) Change in appearance and deformation 

Change in appearance such as distortion, twist, etc. of the wound covering material was visually inspected. 

3) Change in flexibility 

The flexibility of4he wound covering materials removed from the wound surface of the rats was compared with that 
of unused wound covering materials by bending manually and the changes were evaluated accorcling to the followina 
criteria. ^ 

+++: No change in flexibility. 
++: A small decrease in flexibility. 
+: Flexibility remaining at a practical level. 
Hardening and total loss of flexibility. 

4) Change in length 

The length of the wound covering material was measured in the direction of the median line and the rate of shrink- 
age was determined relative to the length prior to application, then the significance of the rate of shrinkage was deter- 
mined for the wound covering materials A and B against the rate of shrinkage of the wound covering material X by 
means of Dunnett's method. 
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* 5) Leak of blood and exudate 

The wound covering nnateriaK absorbent cotton and adhesive elastic bandage were inspected for the extent of 
staining with blood or exudates, and evaluated in four stages in accordance with the following criteria. 
5 No leak: No stain in any of the wound contacting surface of the wound covering material, absorbent cotton and 

adhesive elastic bandage. 

Minor leak: A part of the wound contacting surface of the wound covering material is stained with blood or exudate, 
but no stain is observable in either the absorbent cotton or adhesive elastic bandage. 

Medium leak: The whole of the wound contacting surface of the wound covering material is stained with blood or 
10 exudate, but no stain is observable in either the absorbent cotton or adhesive elastic bandage. 

Major leak: The whole of the wound contacting surface of the wound covering material as well as the absorbent cot- 
ton and adhesive elastic bandage are stained with blood or exudate. 

6) Hemostatic effect 

15 ' ■ ■ 

The traces of bleeding on the wound covering material and the wound surface were visually inspected, and hemo- 
static effect was determined positive where no trace of bleeding was noted. 

(3) Results 

20 

1) Adhesiveness to the wound surface 

The number of wound covering materials meeting with each criterion is presented in Table 3. 

25 

Table 3 



Wound covering material 


Good 


Somewhat 
good 


Somewhat 
poor 


Poor 


Wound covering material A 


3 


4 


0 


0 


Wound covering material B 


1 


4 


2 


0 


Wound covering material X 


0 


0 


0 


7 



35 

As is evident from the results, the wound covering materials of the present invention are superior in adhesiveness 
to the wound surface compared to the wound covering material of the comparative example. 

2) Change in appearance and deformation . 

40 

No significant change in appearance was noted in the wound covering materials A and B. In contrast, distortion or 
twist was obsen/ed in the wound covering material X, none of which maintained its original configuration. 

Thus, in comparison with the wound covering material of the comparative example, the wound covering material of 
the present invention exhibits less changes in appearance and deformation. 

45 

3) Change in flexibility 

The corresponding numbers of wound covering materials are presented in Table 4 according to the aforementioned 
evaluation criteria. 

50 
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Table 4 



Wound covering material 


Evaluation criteria 




+++ 


++ 


+ 




Wound covering material A 


0 


5 


2 


0 


Wound covering material B 


0 


1 


5 


1 


Wound covering material X 


0 


0 


0 


7 



As is evident from the results, the wound covering material of the present invention exhibits less changes in flexi- 
15 bility in comparison with the wound covering material of the comparative example, therefore being superior in retaining 
its flexibility. 

4) Change in length (Rate of shrinkage) 
20 The results are presented in Table 5. 



Table 5 



Wound covering material 


Shrinkage (cm) 


Rate of shrinkage (%) 




mean 


S.D. 


mean 


S.D. 


Significance 


Wound covering material A 


0.5 


0.1 


12.5 


1.5 


P<0.01 


Wound covering material B 


0.7 


0.1 


18.2 


1.4 


P<0.01 


Wound covering material X 


1.2 


0.1 


30.7 


2.6 





As is evident from the results, the wound covering material of the present invention exhibits less change in length 
35 compared with the wound covering material of the comparing example. 

5) Leak of blood and exudate . 

The corresponding number of rats meeting with each criterion is presented in Table 6. 

40 



Table 6 



Wound covering material 


Evaluation criteria 




No leak 


Minor leak 


Medium leak 


Major leak 


Wound covering material A 


0 


1 


6 


0 


Wound covering material B 


0 


2 


5 


0 


Wound covering material X 


0 


1 


4 


2 



As is evident from the results, the wound covering material of the present invention exhibits less leak of blood or 
exudate from wound suriace compared with the wound covering material off the comparative example. 

6) Hemostatic effect 

Table 7 presents the numbers off the rats in which hemostatic efffect was observed, divided by the total number of 
the rats in each group. 
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Table 7 



Wound covering material 


Number of rats in which 

hemostatic effect 
was (Xiserveu / loiai 
No. of the rats 


Wound covering material A 


6/7 


Wound covering material B 


5/7 


Wound covering material X 


1/7 



As Is evident from the results, the wound covering material of the present invention is superior in hemostatic effect 
compared with the wound covering material of the comparative example. 

As noted in 1)-6) above, in comparison with the wound covering material of the comparative example, the wound 
covering material of the present invention is superior in adhesiveness to a wound Surface, and exhibits less change in 
appearance, flexibility and elasticity when applied to the wound surface. In addition. It exhibit less leakage of blood and 
exudate, and is also superior in hemostatic effect. 

Thus, the wound covering material of the present invention is excellent in wound healing accelerating activity. 

Test Example 4 (Test in Animal Model-2) 

(1) Test Sample (wound covering materials) 

• Wound covering material A: A wound covering material of the present invention cut out of the wound covering mate- 
rial of Example 3 in a size of 4 cm x 4 cm. 

• Wound covering material C: A wound covering material of the present invention cut out of the wound covering 
material of Example 4 In a size of 4 cm x 4 cm. 

• Wound covering material X: A wound covering material described in Japanese Patent Publication No. 2-34618. 
which was prepared by cutting the wound covering material of Comparative Example 1 in a size of 4 cm x 4 cm. 

(2) Test method and evaluation items 

The effect on a partial-thickness skin defect in hairless rat was examined. 

Female Wistar hairless rats with body weight of 170-200 g (purchased from Japan SLC). divided Into groups of 8 
animals each, had their back shaved, under ether anesthesia, using an electric shaver and then disinfected with alco- 
hol. 

Then, a split thickness skin defect of 1 .5 cm x 1 .5 cm area and 0.5 mm depth was created by peeling the epidermis 
at 4 cm behind the scapulas by means of a dermatome (trade name: Keisei Baby Freehand Tome D-4010: produced by 
Keisei Medical Industries). A wound covering material (test sample) was applied to the wound surface and. after placing 
on It an absorbent cotton piece of 4 mm thick and of the size of 4 cm x 4 cm, secured by wrapping an adhesive elastic 
bandage of 5 cm width x 25 cm length (trade name: Benef ix, produced by Japan SIgmax). Then, the rats were kept one 
animal per cage with free access to water and food without changing the wound covering materials, and 2 days later, 
the rats were sacrificed by ether inhalation. 

Then, tissue specimens were prepared according to a conventional method, and measured for the full length of the 
wound and the length of regenerated epidermis, under a miaoscope equipped with an eyepiece provided with a scale, 
and then the ratio of the length of the regenerated epidermis to the full length of the wound was expressed in percent 
as the epidermis regeneration rate, and the significance of the epidermis regeneration rate for the wound covering 
materials A and C are evaluated against the epidermis regeneration rate for the wound covering material X in accord- 
ance with Dunnett's method. 

The results are presented in Table 8. 
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Table 8 



Wound covering material 


Epidermis regeneration rate (%) 




mean 


S.D. 


Significance 


Wound covering material A 


85.8 


8.4 


P<0.01 


Wound covering material C 


96.6 


2.9 


P<0.01 


Wound covering material X 


44.5 


12.9 





As Is evident from the results, with the wound covering material of the present Invention, wound healing is more 
rapid than with the wound covering material of the comparative example. Thus, the wound covering material of the 
present Invention Is excellent In accelerating wound healing. 

Test Example 5 (Skin ulcer treatment test) 

The wound covering material of Example 4 cut to a size of 3 cm x 4 cm was applied to a skin ulcer (0.5 cm x 0.5 
cm) with exposed dermis accompanied by minor bleeding, which was created by scratching damage to the skin of a 
male of 38 years of age with atopic dermatitis on his right calf, and secured with crossing applications of a surgical tape. 
No pain or itching was noted after the application. 

The application was kept for 5 days, during which time he was able to continue a normal life as usual without any 
problem except for covering the wound covering material with vinyl sheet during bath-taking to prevent penetration of 
water. 5 days later when it was removed, no accretion was found between the wound covering material and the wound 
surface, and the wound had been cured with completely regenerated epidermis. As no trace of bleeding was noted, 
judgement was made that It has a hemostatic effect. The used wound covering material showed no particular change 
in either appearance or physical properties conpared with that before use. 

Examples 

The present invention will be described in further detail with reference to examples and a comparative example. 
Example 1 

2.1 parts by weight of glucomannan (produced by Horiguchi Shoten), 1.4 parts by weight of pullulan (trade name: 
Pullulan PI-20, produced by nayashibara Biochemical Research Laboratories), 1 part by weight of emulsion of methyl 
acrylate and 2-ethylhexyl acrylate copolymer (trade name: Nikasol TS-620. produced by Nippon Carbide Industries. 
Co.. Inc.), 3 parts by weight of glycerol (produced by Wako Pure Chemical Industries. Ltd.). 2 parts by weight of ethanol 
(produced by Wako Pure Chemical Industries. Ltd.). 90.5 parts by weight of purified water were stirred at room temper- 
ature until swelling was achieved, followed by occasional stirring to obtain a viscous gel In one hour. The gel was stirred 
In a mixer (Titancutter MK-K45, produced by Matsushita Electric Industrial Co., Ud.) for 2 minutes at room temperature. 
Then it was heated to 80^C and filled in an applicator for thin layer plate preparation (produced by Advantech). and 
spread in a thickness of 4 mm on a glass plate, dried for 4 hours at 60*C in an electric drying oven (produced by Advan- 
tech). giving a film of a thickness 0.4 mm. This was kept in a fixed temperature/ moisture apparatus adjusted to 20 ± 
2**C. and 75 ± 5%RH for 4 days to produce a wound covering material. 

Examples 2-7 

The wound covering materials of Examples 2-7 were Produced in the same manner as in Example 1 except for var- 
iations in the amount of glucomannan. pullulan. emulsion of methyl aaylate and 2-ethylhexyl acrylate copolymer, glyc- 
erol, ethanol and purified water. The amounts of glucomannan. pullulan. emulsion of methyl acrylate and 2- ethylhexyl 
acrylate copolymer, glycerol, ethanol and purified water used in each example are presented In Table 9. 
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Tables 



Example 


Glucomannan 


Pullu- 
lan 


Emulsion of methyl 

acrylate and 
2-ethylhexyl acr- 
ylate copolymer 


Glycerol 


EtOH 


Purified 
water 


Example 2 


2.1 


1.4 


2 


3 


p 




Example 3 


2.1 


1.4 


5 


3 


2 


86.5 


Example 4 


2.1 


1.4 


10 


3 


2 


81.5 


Example 5 


2.69 


0.81 


5 


3 


2 


86.5 


Example 6 


2.33 


1.17 


5 


3 


2 


86.5 


Example 7 


1.94 


1.56 


5 


3 


2 


86.5 



Example 8 

2.1 parts by weight of glucomannan (produced by HoriguchI Shoten). 1.4 parts by weight of pullulan (trade name: 
Pullulan PI-20, produced by Hayashlbara Biochemical Research Laboratories). 3 parts by weight of glycerol (produced 
by Wako Pure Chemical Industries, Ltd.). 2 parts by weight of ethanol (produced by Wako Pure Chemical Industries. 
Ltd.), 89.5 parts by weight of purified water were stirred at room temperature until swelling was achieved. Two parts by 
weight of polybutene (trade name: Polybutene HV-300: produced by Nippon Petrochemicals Co.. Ltd.) was then added 
and stirred to make a uniform mixture, followed by occasional stirring to obtain a viscous gel in one hour. The gel was 
stirred in a mixer (Titancutter MK-K45, produced by Matsushita Electric Industrial Co.. Ltd.) for 2 minutes at room tem- 
perature. Then it was heated to 80*»C and filled in an applicator for thin layer plate preparation (produced by Advantec), 
and spread in a thickness of 4 mm on a glass plate, dried for 4 hours at 60°C in an electric drying oven (produced by 
Advantec), giving a film of a thickness of 0.4 mm. This was kept in a fixed temperature/moisture apparatus adjusted to 
20 ± 2'»C and 75 ± 5 %RH for 4 days to produce a wound covering material. 

Examples 9-12 

The wound covering materials of Examples 9-12 were produced in the same manner as In Example 8 except for 
variations in the amount of glucomannan, pullulan, polybutene. ethanol and purified water. The amounts of glucoman- 
nan, pullulan, polybutene, glycerol, ethanol and purified water used in each example are presented in Table 10. 



Table 10 



Example 


Glucomannan 


Pullu- 
lan 


Polybutene 


Glycerol 


EtOH 


Purified 
Water 


Example 9 


2.1 


1.4 


5 


3 


2 


86.5 


Example 10 


2.69 


0.81 


2 


3 


2 


89.5 


Example 1 1 


2.33 


1.17 


2 


3 


2 


89.5 


Exanple 12 


1.94 


1.56 


2 


3 


2 


89.5 



Example 13 

2.1 parts by weight of glucomannan (produced by Horiguchi Shoten). 1.4 parts by weight of pullulan (trade name: 
Pullulan PI-20, produced by Hayashlbara Biochemical Research Laboratories). 3 parts by weight of glycerol (produced 
by Wako Pure Chemical Industries. Ltd.). 2 parts by weight of ethanol (produced by Wako Pure Chemical Industries. 
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l-tcl.). 89.0 parts by weight of purified water were stirred at room temperature until swelling was achieved. 

Then, 2.5 Parts by weight of polyisobutylene (trade name: Himol 4H: produced by Nippon Petrochemicals) was 
added and stirred to make a uniform mixture, followed by occasional stirring to obtain a viscous gel in one hour The gel 
was stirred in a mixer (trade name: Titancutter MK-K45. produced by Matsushita Electric Industrial Co., Ltd.) for 2 min- 
utes at room temperature. Then it was heated to SO^'C and filled in an applicator for tfiin layer plate preparation (pro- 
duced by Advantec), and spread in a thickness of 4 mm on a glass plate, dried for 4 hours at SO^'C In an electric drying 
oven (produced by Advantec), giving a film of a thickness of 0.4 mm. This was kept in a fixed temperature/moisture 
apparatus adjusted to 20 ± 2*»C. and 75 ± 5 %RH for 4 days to produce a wound covering material. 

Examples 14-16 

The wound covering materials of Examples 14-16 were produced in the same manner as in Example 13 except for 
variations in the amount of glucomannan, pullulan. polyisobutylene. ethanol and purified water. The amounts of gluco- 
mannan. pullulan, polyisobutylene. glycerol, ethanol and purified water used in each example are presented in Table 



Example 


Glucomannan 


Pullu- 
lan 


Polybutene 


Glycerol 


EtOH 


Purified 
Water 


Example 14 


2.69 


0.81 


2.5 


3 


2 


89.0 


Example 15 


2.33 


1.17 


2.5 


3 


2 


89.0 


Example 16 


1.94 


1.56 


2.5 


3 


2 


89.0 



Example 17 

2.1 parts by weight of glucomannan (produced by Horiguchi Shoten), 1.4 parts by weight of pullulan (trade name: 
Pullulan PI-20. produced by Hayashibara Biochemical Research Laboratories), 3 parts by weight of glycerol (produced 
by Wako Pure chemical Industries. Ltd.). 2 parts by weight of ethanol (produced by Wato Pure Chemical Industries. 
Ltd.). and 89.5 parts by weight of purified water were stirred at room temperature until swelling was achieved. Then, 1 
part by weight of polybutene (trade name: Polybutene HV-300. produced by Nippon Petrochemicals Co., Ltd.). 1 part by 
weight of polyisobutylene (trade name: Himol 4H: produced by Nippon Petrochemicals Co.. Ltd.) were added and 
stirred to make a uniform mixture, followed by occasional stirring to obtain a viscous gel in one hour. 

The gel was stirred in a mixer (trade name: Titancutter MK-K45, produced by Matsushita Electric Industrial Co.. 
Ltd.) for 2 minutes at room temperature. Then it was heated to 80^C and filled in an applicator for thin layer plate prep- 
aration (produced by Advantec). and spread in a thickness of 4 mm on a glass plate, dried for 4 hours at 60^C in a hot 
air blower dryer (produced by Advantec). giving a film of a thickness of 0.4 mm. This was kept in a fixed tempera- 
ture/moisture apparatus adjusted to 20 ± 2«C and 75 ± 5 %RH for 4 days to produce a wound covering material. 

Examples 18-34 

The same procedure was followed as in Examples 1-17 except that the gel. instead of being spread directly on a 
glass plate, was spread on a polyester cotton non-woven fabric of 1 mm thickness (trade name: Espandy, produced by 
Kanebo. Ltd.) secured on a glass plate using an adhesive tape, to produce a 2-layered sheet having a wound surface 
contacting layer of 0.4 mm thickness. This then was kept in a fixed temperature/moisture apparatus adjusted to 20 ± 
2°C and 75 ± 5 %RH for 4 days to produce wound covering materials of Examples 18-34. The gel used in each Example 
is shown in Table 12. 
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Table 12 



Example 


Configuration 


Example 1 8 
Example 19 
Example 20 
Example 21 
Example 22 
Example 23 
Example 24 
Example 25 
Example 26 
Example 27 
Example 28 
Example 29 
Example 30 
Example 31 
Example 32 
Example 33 
Example 34 


The gel of Example 1 was spread on polyester cotton non-woven fabric 
The gel of Example 2 was spread on polyester cotton non-woven fabric 
The gel of Example 3 was spread on polyester cotton non-woven fabric 
The gel of Example 4 was spread on polyester cotton non-woven fabric 
The gel of Example 5 was spread on polyester cotton non-woven fabric 
The gel of Example 6 was spread on polyester cotton non-woven fabric 
The gel of Example 7 was spread on polyester cotton non-woven fabric 
The gel of Example 8 was spread on polyester cotton non-woven fabric 
The gel of Example 9 was spread on polyester cotton non-woven fabric 
The gel of Example 10 was spread on polyester cotton non-woven fabric 
The gel of example 1 1 was spread on polyester cotton non-woven fabric 
The gel of Example 12 was spread on polyester cotton non-woven fabric 
The gel of Example 13 was spread on polyester cotton non-woven fabric 
The gel of Example 1 4 was spread on polyester cotton non-woven fabric 
The gel of Example 1 5 was spread on polyester cotton non-woven fabric 
The gel of Example 16 was spread on polyester cotton non-woven fabric 
The gel of Example 1 7 was spread on polyester cotton non-woven fabric 



Comparative Exanrple 1 

2.1 parts by weight of glucomannan (produced by Horiguchi Shoten), 1.4 parts by weight of pullulan (trade name: 
Pullulan PI-20. produced by Hayashibara Biochemical Research Laboratories), 3 parts by weight of glycerol (produced 
by Wako Pure Chemical Industries, Ltd.). 2 parts by weight of ethanol (produced by Wako Pure Chemical Industries. 
Ltd.). and 91 .5 parts by weight of purified water were stirred at room temperature until swelling was achieved, followed 
by occasional stirring to obtain a viscous gel in 1 hour. The gel was stirred in a mixer (trade name: Titancutter MK-K45. 
produced by Matsushita Electric Industrial Co.. Ltd.) for 2 minutes at room temperature. Then it was heated to SO'^C and 
filled in an applicator for thin layer plate preparation (produced by Advantech). and spread in a thickness of 5 mm on a 
glass plate, dried for 4 hours at 60*»C in an electric drying oven (produced by Advantec), giving a film of a thickness of 

0. 4 mm. This was kept in a fixed temperature/moisture apparatus adjusted to 20 ± 2«C, and 75 ± 5 %RH for 4 days to 
produce a wound covering material. 

Claims 

1 . A wound covering material comprising: 

(A) 1 part by weight of glucomannan, 

(B) 0.20-0.99 part by weight of a solubility modifier comprising pullulan or carrageenan, 

(C) 0.10-12 parts by weight of physiologically acceptable adhesive polymer base, and 

(D) 0.20-20 parts by weight of at least one plasticizer selected from the group consisting of polyhydric alcohols, 
sugar alcohols, monosaccharides, disaccharides and oligosaccharides. 

2. The wound covering material of claim 1 wherein the adhesive polymer base is polyisobutylene. polybutene. or 
methyl acrylate and 2-ethylhexyl acrylate copolymer resin. 
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The wound covering material of daim 1 or 2 wherein the pteticizer is glycerol, sorbitol, or a mixture thereof. 

The wound covering material of daim 1 wherein the solubility modifier is pullutan. and the adhesive polymer base 
is methyl acrylate and 2-ethylhexyl acrylate copolymer resin, and the pfastidzer is glycerol. 
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